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Objective Assess the progression, persistence, and regression of
cervical intraepithelial neoplasia grade 2 (CIN2) after new guidelines
on conservative treatment, compared with previous practice.

Design Nationwide register-based cohort study.
Setting Denmark.

Population Women aged 18-44 years diagnosed with CIN2 on
biopsy: 6721 in 2008-2011 and 6399 in 2014-2017.

Methods Register data were retrieved from before (2008-2011)
and after (2014-2017) the introduction of new guidelines.
Histology diagnoses at second visit were used to assess progression
(CIN3+), persistence (CIN2), or regression (CIN1/normal).

Main outcome measures Proportion of CIN2 by type of
management. Relative risk (RR) and corresponding 95%
confidence intervals (95% Cls) for progression, persistence, and
regression at second visit in 2014-2017, versus 2008—2011.

Results The proportion of CIN2 managed conservatively
increased from 29.6% in 2008-2011 to 53.3% in 2014-2017 (RR
1.81, 95% CI 1.73-1.89). Time to second visit increased by

2 months. Regression increased from 23.5 to 30.2% (RR 1.29,
95% CI 1.22-1.36), whereas persistence and progression

decreased, from 42.6 to 34.9% (RR 0.82, 95% CI 0.78-0.86) and
from 28.0 to 22.8% (RR 0.81, 95% CI 0.77-0.86), respectively.
In 2008-2011, women managed conservatively had a regression
rate of 41.8%, persistence rate of 40.9%, and progression rate of
16.6%. In 2014-2017, these rates were 46.7, 35.5, and 17.1%,
respectively.

Conclusion After implementation of the new guidelines,
conservative management became more frequent, and is now used
for more than half of women with CIN2. Lesion regression became
more frequent, now experienced by 47% of women managed
conservatively. Similar regression rates were seen in women younger
and older than 30 years, suggesting that conservative management
is justifiable for women of childbearing age.

Keywords Cervical dysplasia, CIN2, conservative management,
histology diagnoses, regression potential.

Tweetable abstract In Denmark, more than half of women with
CIN2 are managed conservatively, and half of these women
experience lesion regression.

Linked article This article is commented on by AM Mills and
LR Duska, p. 737 in this issue. To view this mini commentary
visit https://doi.org/10.1111/1471-0528.16153.

Please cite this paper as: Skorstengaard M, Lynge E, Suhr J, Napolitano G. Conservative management of women with cervical intraepithelial neoplasia grade 2

in Denmark: a cohort study. BJOG 2020;127:729-736.

Introduction

In Denmark, women aged 23—49 years are invited to cervi-
cal screening with cytology every third year, and women
aged 50-65 years are invited every fifth year. A human
papillomavirus (HPV) DNA test is offered to women aged
60 years and above.' Since the beginning of screening, the
incidence of cervical cancer has dropped from 44.4 per
100 000 women in 1966 to 8.9 per 100 000 women in
2016.% From the early 1990s, conisations were increasingly

performed with a loop electrosurgical excision procedure
(LEEP).? This treatment is less invasive than earlier treat-
ment with cold-knife conisation and laser treatment,*
although there is still a risk of side effects such as bleeding,
infection, and obstetric adverse events, e.g. preterm birth.>™®
With these possible side effects it is highly desirable to avoid
conisation, especially for women who wish for a future
pregnancy.

In Denmark, the first guideline on cervical intraepithelial
neoplasia (CIN) treatment was issued in 2001 by the
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Danish Society of Obstetrics and Gynaecology (DSOG).’
Conisation was recommended for women with CIN2+,
whereas the recommendation for CIN1 or normal histology
was repeated cytology after 12 months. The guideline was
updated in 2012.° For CIN2, conisation was still recom-
mended for postmenopausal women and for women with
no wish for a future pregnancy; however, for women with
CIN2 who wish for a future pregnancy the recommenda-
tion was changed from immediate conisation to conserva-
tive management with a biopsy 6 months later, and this
could be repeated every 6 months for up to 2 years.

Conservative management relies on the tendency of
the lesion to regress. For women managed conservatively,
a recent systematic review and meta-analysis found a
CIN2 regression rate after 6 months of 52%, and a
regression rate of 50% after 24 months. Regression was
most frequent for women under the age of 30 years.'
This suggested that conservative management is justifi-
able, allowing half of women with CIN2 to be spared
conisation and the risk of overtreatment. Most of the 36
studies included in the review were small, however, with
fewer than 100 women, and the heterogeneity was sub-
stantial for most of the outcomes assessed. The aim of
this study was to investigate the regression, persistence,
and progression of CIN2 in 13 000 women from Den-
mark, with half of them recruited when immediate coni-
sation of CIN2 was recommended, and with half of
them recruited after implementation of the new guideline
that included the possibility for conservative manage-
ment.

Methods
Study population

We conducted a population-based cohort study using
national health register data. In Denmark, the general prac-
titioner collects the routine screening sample. This liquid-
based cytology sample is sent to the local pathology depart-
ment for analysis. If the sample is severely or repeatedly
abnormal, the woman is referred to the gynaecologist for
colposcopy, biopsy, and cytology, and further follow-up
and treatment if necessary. We refer to the Danish screen-
ing guidelines for further details." In 2018, of the 795 039
Danish women eligible for screening, 573 027 (72%)
women aged 23—44 years had a screening sample col-
lected."!

The new guideline on the management of CIN2 was
developed in 2012, and it was available for the gynaecolo-
gists from the beginning of 2013. We studied women diag-
nosed with CIN2 on biopsies in two time periods: 2008—
2011 as a reference period, when the old guideline was
used, and 20142017, which was at least 1 year after imple-
mentation of the new guideline.

The requisition date, i.e. the date the biopsy was taken by
the gynaecologist, was used as the time of diagnosis. If there
were more than one CIN2 diagnoses, we used the first one as
the baseline. Within the same sample, the most severe diag-
nosis was used. All women had to be living in Denmark for
the 3 years prior to their first CIN2 diagnosis, and we
excluded women who had any histological diagnoses during
these 3 years. We restricted the age to 18—44 years because
women in this age group may have a wish to retain their fer-
tility. Age was calculated from the date of birth and to the
requisition date at first CIN2 diagnosis, and then stratified:
<20, 21-25, 26-30, 31-35, 3640, and 41-44 years. Addresses
were used to divide women into the five Danish geographical
regions. The women were followed up until their second visit
within 10 months. This time period was chosen because we
wanted to investigate the guideline recommendation of
6 months and allowed for some delay in the diagnostics.
Whether the second visit was for a biopsy, a conisation, or
cytology only, or if there was no second visit, was recorded.
The diagnoses at the second visit were also recorded. Conisa-
tions were primarily performed with LEEP. Cryotherapy and
thermal ablation have not been used as standard care in Den-
mark, at least not during the last three decades.

Data sources and outcomes

The project was approved by the Danish Data Inspective
Agency  (514-0038/18-3000), which provides ethical
approval for register-based projects. Data on women were
extracted from the Danish Pathology Register and Central
Population Register.'>"? This included vital status, emigra-
tion, addresses, date of birth, histology and cytology diag-
noses, conisation, if performed, and the requisition date.
All data were linked via the unique personal identification
number given to all persons born or settled in Denmark.

In Denmark, coding with Systematized Nomenclature of
Medicine is used for the classification of pathological speci-
mens, and all specimens are assigned a T-code for topogra-
phy and an M-code for morphology. In case of more than
one M-code per sample, the worst diagnosis was chosen.'*
Histology diagnoses were classified into: cancer, adenocarci-
noma in situ (AIS), CIN3, CIN2, CIN1, normal, unsatisfac-
tory, and ‘other’.” Progression was defined as CIN3+
(including cancer, AIS, and CIN3), persistence as CIN2,
and regression as CINI or normal at the second visit. For
women undergoing conisation shortly after the CIN2 diag-
nosis, it might not be reasonable to use the term ‘progres-
sion to CIN3+ in a biological sense. In our study
‘progression to CIN3+ therefore means only that the diag-
nosis changed from CIN2 at the index visit to CIN3+ at
the second visit. This may include cases where the first
biopsy had been insufficient to assess the true diagnosis,
for instance. For cytology diagnoses, we distinguished
between atypical squamous cells of undetermined
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significance or worse (ASCUS+), normal, unsatisfactory,
and ‘other’. In both groups (histology and cytology diag-
noses), ‘other’ refers to all M-codes non-classifiable accord-
ing to the other categories of the group.

Statistical analyses

We calculated the proportion of women with CIN2 and diag-
nosed with progression, persistence, or regression at the second
visit. This calculation was made for all women with CIN2, and
then separately for those undergoing immediate conisation and
for those managed conservatively. Comparison between indi-
vidual outcomes in the two populations (2014-1017 versus
2008-2011) was made by computing relative risks (RRs), risk
differences, and corresponding 95% confidence intervals
(95% Cls) with a multinomial logistic regression model.

Data processing and statistical analyses were performed
using sas 9.4 (TSIM5) and the macros NiMmEaNs 1.04 and
NLESTIMATE 1.51. Plots were generated using R 3.5.1 and the
GGpLOT 2 package.

Patient and public involvement

There was no patient involvement in the study design, in
the development of outcome measures, or in the conduct
of the study. No core outcome set has been used. There is
no plan on disseminating the results directly to laypeople,
but the results will be communicated to gynaecologists at
annual meetings and in local departments.

Funding

The study was supported financially from the Danish Can-
cer Society (130-A8279-15-S38) and the Fund for Develop-
ment of Evidence Based Medicine in Private Specialized
Practices (15/869).

Results
Study population

In total, 6721 women aged 18-44 years at diagnosis were
diagnosed for the first time with CIN2 in 2008-2011, with
the number of diagnoses increasing slightly (8%) over the 4-
year period (Table 1). At their second visit, 29.6% of these
women had a biopsy, 65% were treated with a conisation,
2.9% had a cytology only, and 2.5% did not have a second
visit. In total, 6399 women were diagnosed with CIN2 in
2014-2017, with the number of diagnoses decreasing in total
by 21% over the 4-year period. At the second visit, 53.3% of
these women had a biopsy, 35.4% were treated with a conisa-
tion, 3.1% had a cytology, and 7.9% did not have a second
visit (Table 1). The mean age of all women with a CIN2 diag-
nosis was fairly equal in the two periods: 29.76 and
30.36 years, respectively. Women treated with conisation
were older, with an average age of 31.08 years in 2008-2011
and 34.55 years in 2014-2017.

Conservative management of women with CIN2

The mean time from diagnosis to second visit increased
overall by almost 2 months (52.2 days) from 2008-2011 to
20142017, with the largest increase for women who had a
biopsy (137.02 versus 173.43 days, respectively) and for
cytology only at the second visit (146.96 versus 191.81,
respectively) (Table 1).

In both periods about two-fifths of the women lived in the
Capital Region, and about one-fifth of the women lived in
the Central and Southern regions, respectively. The Central
Region already had a frequent use of biopsies (60%) before
the new guideline. Region Zealand had a very low percentage
of biopsies before the new guideline, and even though the
proportion of women with biopsy increased significantly,
Region Zealand was the only region that continued to have a
higher proportion of women treated with conisation than
follow-up with biopsies after the new guideline (Table 1).

The proportion of women with a biopsy at second visit
increased by 81% from before to after the implementation
of the new guideline (RR 1.81, 95% CI 1.73-1.89; RD 24.0,
95% CI 22.3-25.6), and the proportion of women with a
conisation was reduced by 45% (RR 0.55, 95% CI 0.52—
0.57; RD —29.5, 95% CI —31.2 to — 27.9) (Table 2). A
fairly similar proportion of women were followed up with
cytology only, 2.9 versus 3.1%, but the proportion of
women with no second visit increased from 2.9 to 7.9%.
Together, the risk of not being followed up with histology
and/or conisation in due time doubled (RR 2.02, 95% CI
1.77-2.26; (RD 5.6, 95% CI 4.6-6.5).

Diagnoses at second visit

Compared with women diagnosed with CIN2 in 2008-
2011, women with CIN2 in 2014-2017 had lesions that
were less likely to persist or progress and were more likely
to regress. The proportion of women diagnosed with
CIN3+ and CIN2 at the second visit decreased from 28.0
and 42.6%, respectively, in the early period to 22.8 and
34.9%, respectively, in the late period. Progression was
reduced by 19% (RR 0.81, 95% CI 0.77-0.86; RD —5.2,
95% CI —6.7 to —3.7) and persistence was reduced by 18%
(RR 0.82, 95% CI 0.78-0.86; RD —7.7, 95% CI —9.3
to — 6.0). The number of cervical cancers showed a non-
significant decrease from 14 cases (0.21%) in the early per-
iod to eight cases (0.13%) in the late period (RR 0.60,
95% CI 0.25-1.43). In both time periods, cancers occurred
primarily in the conisation group, but the division could
not be reported because of the small numbers. Meanwhile,
the proportion of women diagnosed with CIN1 or normal
histology increased from 23.5 to 30.3% (RR 1.29, 95% CI
1.22-1.36; RD 6.8, 95% CI 5.3-8.3) (Table 2).

In women with biopsy at the second visit, the proportion
of women progressing was similar for the two time periods
(16.6 versus 17.1%), but the proportion of persistence was
higher in 2008-2011 (40.9 versus 35.5%) and the
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Conservative management of women with CIN2

Table 2. Diagnoses at second visit by second-visit procedure. Relative risk (2014-2017 versus 2008-2011) with 95% Cls

2008-2011
n = 6721 (%)

2014-2017
n = 6399 (%)

RR (95% ClI)

Second visit procedure

Biopsy

Conisation

Cytology/no second visit

Histological diagnosis

Cervical intraepithelial neoplasia grade 1+2+3 (CINT + CIN2 + CIN3)
Normal

Other/unsatisfactory

Total

Cytological (if no histology)

High-grade squamous intraepithelial lesion (HSIL)

Atypical squamous cells of undetermined significance
or worse (ASCUS)/low-grade squamous intraepithelial lesion (LSIL)
Normal

Other/unsatisfactory

Total

No second visit

Overall

Progression (=CIN3+)

Persistence (=CIN2)

Regression (=CIN1 + normal)

Undefined”

No second visit

Conisation

Progression

Persistence

Regression

Undefined”

Total

Biopsy

Progression

Persistence

Regression

Undefined”

Total

1989 (29.6) 3427 (53.6) 1.81 (1.73-1.89)
4365 (65.0) 2266 (35.4) 0.55 (0.52-0.57)
367 (5.5) 706 (11.0) 2.02 (1.77-2.26)
5606 (83.4) 4572 (71.4)
716 (10.7) 1056 (16.5)
32 (0.5) 65 (1.0)
6354 (94.5) 5693 (89.0)
42 (0.6 30 (0.5
63 (0.9 57 (0.9
79 (1.2) 105 (1.6)
12 (0.2) 7(0.1)
196 (2.9) 199 (3.1)
171 (2.5) 507 (7.9)
1881 (28.0) 1457 (22.8) 0.81 (0.77-0.86)
2862 (42.6) 2233 (34.9) 0.82 (0.78-0.86)
1579 (23.5) 1938 (30.3) 1.29 (1.22-1.36)
228 (3.4) 264 (4.1) 1.22 (1.00-1.43)
171 (2.5) 507 (7.9) 3.11 (2.58-3.64)
1550 (35.5) 872 (38.5)
2049 (46.9) 1018 (44.9)
747 (17.1) 339 (15.0)
19 (0.4) 37 (1.6)
4365 (100) 2266 (100)
331 (16.6) 585 (17.1)
813 (40.9) 1215 (35.5)
832 (41.8) 1599 (46.7)
13 (0.7) 28 (0.8)
1989 (100) 3427 (100)

*Qther/unsatisfactory or cytology at second visit.

proportion of regression was higher in 2014-2017 (41.8
versus 46.7%) (Table 2). Women managed conservatively
after the implementation of the new guideline had a regres-
sion rate of 46.7%, a persistence rate of 35.5%, and a pro-
gression rate of 17.1% (Table 2).

In both time periods, about three-quarters of the women
with a biopsy at the second visit were <30 years of age
(Table 3). The distribution of diagnoses was similar for
women younger and older than 30 years of age. In particu-
lar, statistically significant differences were not observed in
the regression rates between the two age groups. Namely,
in 2008-2011 the CIN2 lesions regressed in 42.1% of
women aged <30 years and in 40.8% of women aged
>30 years (RR 0.97, 95% CI 0.84-1.08), whereas in 2014—

2017 these proportions were 47.1 and 45.5%, respectively
(RR 0.96, 95% CI 0.89-1.04).

Discussion

Main findings

In the present register-based study from Denmark, we
investigated the impact of a new national guideline for the
conservative management of CIN2 on the management and
follow-up diagnoses of women with CIN2.

First, we observed that the proportion of all women with
CIN2 with a biopsy only at their second visit to the gynae-
cologist almost doubled (29.6 versus 53.6%; Table 1). Sec-
ond, the average time from diagnosis to second visit

© 2019 Copenhagen University. BJOG: An International Journal of Obstetrics and Gynaecology published by John Wiley & Sons Ltd on behalf of 733
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Table 3. Progression, persistence, and regression of cervical intraepithelial neoplasia grade 2 (CIN2) by age and second-visit procedure

2008-2011 2014-2017

<30 years >30 years <30 years >30 years
CIN2 with biopsy at second visit (%) 1989 (29.6) 3427 (53.6)

1526 (76.7) 463 (23.3) 2492 (72.7) 935 (27.3)
Histology diagnoses (%)
CIN1 353 (23.1) 86 (18.6) 494 (19.8) 182 (19.5)
Normal 290 (19.0) 103 (22.3) 680 (27.3) 243 (26.0)
Progression (=CIN3+) 243 (15.9) 88 (19.0) 438 (17.6) 147 (15.7)
Persistence (=CIN2) 635 (41.6) 178 (38.4) 865 (34.7) 350 (37.4)
Regression (=CIN1 + normal) 643 (42.1) 189 (40.8) 1174 (47.1) 425 (45.5)
Undefined* 5(0.3) 8(1.7) 15 (0.6) 13 (1.4)
CIN2 with conisation at second visit (%) 4365 (65.0) 2266 (35.4)

2214 (50.7) 2151 (49.3) 662 (29.2) 1604 (70.8)
Histology diagnoses (%)
CIN1 230 (10.4) 194 (9.0) 51(7.7) 155 (9.7)
Normal 151 (6.8) 172 (8.0) 35 (5.3) 98 (6.1)
Progression (=CIN3+) 761 (34.4) 789 (36.7) 278 (42.0) 594 (37.0)
Persistence (=CIN2) 1060 (47.9) 989 (46.0) 291 (44.0) 727 (45.3)
Regression (=CIN1 + normal) 381 (17.2) 366 (17.0) 86 (13.0) 253 (15.8)
Undefined* 12 (0.5) 7 (0.3) 7(1.1) 30 (1.9)

*QOther/unsatisfactory at second visit.

increased by almost 2 months (from 72 to 124 days;
Table 1), probably reflecting less concern among the gynae-
cologists about the waiting time after the implementation
of the new guidelines. Third, under the new guideline
almost one-third (30.2%) of women with CIN2 had CIN1
or normal histology at their second visit, compared with
one-quarter (23.5%) in the previous time period.

Strengths and limitations

Our study took advantage of a new guideline for the man-
agement of CIN2. Using register data we ensured that all
Danish women with CIN2 were included in the study, and
that follow-up data for the second visit were complete. To
the best of our knowledge, to date this is the largest study
investigating the outcome of conservatively managed
women with CIN2.

We used two cohorts recruited at different points in
time, which could lead to confounding if the background
risks of cervical dysplasia had changed. In Denmark, the
first HPV-vaccinated cohort was invited to screening in
2016. In these women high-grade squamous intraepithe-
lial lesions diagnosed by cytology decreased by 40%,"
probably reflecting an overall decrease in dysplasia. Tak-
ing into account the birth cohort distribution in our
population, the vaccination coverage was estimated to be
4.8% in women aged 18-44 years in 2008-2011 and
17.3% in 2014-2017," which may explain the lower

number of CIN2 in 2014-2017, but this is not expected
to affect choice of treatment. We did not have data on
smoking and HPV prevalence, with both factors associ-
ated with dysplasia progression.'®'® Also, we lacked data
on HIV status and potential anti-viral medication. There
might be more HIV-infected women with CIN2 than in
the general population, but HIV infection is rare overall
in Denmark.

The reasons for choice of treatment and deviations from
the new guideline are unknown. Tradition may also have
played a role: for example, a low proportion of women
were managed conservatively in Region Zealand in 2008—
2011, and to some extent this pattern continued in 2014—
2017. Furthermore, a woman could have requested a coni-
sation even though she was eligible for follow-up with a
biopsy, and a gynaecologist could decide on conisation
based on clinical assessment, e.g. bleeding.

We did not have an opportunity to review samples. Mis-
classification in grading could potentially affect the record-
ing of regression and progression, but it would not change
compliance with the guideline, because the gynaecologist
must act on the CIN2 diagnosis given by the pathology
department.

Interpretation
The proportion of women followed-up with cytology only
remained low and stable, but the proportion of women
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without a second visit increased from 2.5 to 7.9% (Table 1).
Our follow-up period included 10 months after CIN2 diag-
nosis, and the proportion of women with a second visit
might have increased with a longer period, but we would
then include women not managed according to the guide-
line time interval. The risk of loss or improper follow-up
must be considered a disadvantage of conservative manage-
ment, and it must be taken into account by the gynaecolo-
gists when selecting women for conservative management.
Repeated examinations at the gynaecologist might affect a
woman’s well-being, but a questionnaire-based study found
no difference in quality of life, anxiety, or sexual function-
ing between women managed conservatively and women
treated with immediate conisation.® This suggests that
conservative management is justifiable from the patient’s
point of view.

The progression rate of 17% in women treated con-
servatively after implementation of the new guideline is
in line with the 10-18% reported previously. The
regression rate of 47% is, however, slightly lower than
the 50-76% reported elsewhere.'®'®*'* In most studies
the follow-up period investigated was longer than in
our study, however, and we might have found a higher
regression rate if our follow-up period had been of
equal length.

It was expected that the approximately 30% of women
managed conservatively under the old guideline was a
selected low-risk group. On this basis, it was noteworthy
that the regression rate of conservatively managed women
increased from 42% under the old guideline to 47% under
the new guideline, despite the fact that the proportion of
conservatively managed women had then increased to 54%.
This strongly indicates that the prolonged time from the
CIN2 diagnosis to the second visit diagnosis allowed for
more lesions to regress.

Rather surprisingly, in our study similar regression rates
were found for women younger and older than 30 years
having a biopsy at their second visit, with an RR of 0.97
(95% CI 0.84-1.08) in 2008-2011 and an RR of 0.96
(95% CI 0.89-1.04) in 2014-2017 (Table 3). This is in con-
trast with a recent meta-analysis where the regression rate
was higher in women aged <30 years than in women aged
>30 years: 60 versus 44%.'° Most other studies included
only women younger than 25 or 30 years, however. Fur-
thermore, a re-examination of the cones in one study
found that the lesions were more likely to be CIN1 or no
dysplasia in women aged <25 years than in women aged
>25 years.25

It is worth noting that the proportion of women aged
<30 years treated with conisation changed from 59.2% in
2008-2011 to 20.9% in 2014-2017 (RR 0.35), whereas for
women aged >30 years the proportions were 82.3% and
63.2% (RR 0.77), respectively (Table 3). This indicates that

Conservative management of women with CIN2

the major change was a reduction in the conisations per-
formed for young women.

Our study did not investigate recurrence for women
whose CIN2 lesion regressed. One study found that sponta-
neously regressed CIN2 behaves like a low-grade lesion,
although the recurrence risk is higher for women treated
conservatively than for women treated with conisation.?®
The current Danish guideline recommends follow-up after
12 months with a cytology sample also for women with
normal diagnosis at the second visit. This ensures that
women with recurrence will be diagnosed and treated
accordingly.

The results presented here allowed for an estimate of
overtreatment. In 2008-2011, out of 6354 women with
CIN2 who had a histological examination at their second
visit, 1989 (31.3%) had a biopsy only and 4365 (68.7%)
had a conisation. In 2014-2017, these numbers were 5693,
3427 (60.2%), and 2266 (39.8%), respectively. If we assume
that the distribution in 2008-2011 was the same as that in
2014-2017, then there would have been 3825 women with
a biopsy and 2529 women with a conisation in 2008-2011,
corresponding to 4365 — 2529 = 1836 fewer conisations
than actually occurred. Of these, 0.467 * 1836 = 857 would
have possibly experienced a regression of the CIN2. There-
fore, of the 4365 CIN2 lesions treated with conisation in
2008-2011, 857/4365 = 19.6% would have regressed spon-
taneously. This means that every fifth women undergoing
conisation in 2008-2011 might have been overtreated.

Conclusion

As a result of the Danish guideline change in 2012, more
women with CIN2 are now managed conservatively instead
of undergoing immediate conisation. This has led to more
women with spontaneously regressed lesions and to fewer
women with progressed and/or persistent lesions. In 2014—
2017, the regression rate in women followed-up with
biopsy was 47%. This suggests that conservative manage-
ment is safe for women of childbearing age diagnosed with
moderate dysplasia.
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